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^-v^ : 1/ 



[0 0 0 U 

(cGMP) m&^jumi.m>mn^m^m^tir^Th\m. 

[0 0 0 2] 
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2/. 



5^*g^-f-rT« (Thp) \U ijLmMmz.i.^nm. ^it^m^lrho ^(r> 

<^tn:i[^.^^^J3&5&^ f^irui^ <^tS^ *^tt ^ ^ Wimz.^'MmM.%=i'W^i)- h<Oi/V-t 
5& > =SrM^ L ^ & T h 0 IC^'fb i5LlI$!l^<^@^-^^$ . trLl^ii^jfflfl& J: 

2 ) T h 1 mu^<^^it^mm\^. ^^itx^tz t h 1 mm. 

ii^ >'^-uy( ^>-2 (I L-2)^'i >^-y:^u>-r (IFN-/) 
g|-^-r'l>Th 2^ia^<D:a''ft:^M#U ^ >:^-uy( ^y- 4. 10(IL-4 

$IJ^L^ Th 1/Th 2/N*7>';^<0*^«^i^/itL-Cv>^o 
[0 0 0 3] 

tS:^, CltLtjTh l/Th 2>'^'7>';^0/p±^»^m^^fl^<^ilr>H^-'5:'i>i:# 
x.f>tLTV^;2,o Th 1 ^fp't-t LtzSt^kiB^ (Th 1M^&5^) Km-otzm-k. M 

[0 0 0 41 

ic# 0 Wrm.i^nm^m ^m^-t^^t t^x^m^Mw. $ *i.t v> ^ « ^ tt <b t-e-^ $ 
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3/ 



10 0 0 5] 
[0 0 0 6] 

* 

Jtl-^^-^ b^-f ^^^^ imm^"^ (i^^imm^^ 

[0 0 0 7] 
[0 0 0 8] 

ia^$tL-Cv>-2,o Th \m^m>!^U^m^^ir^mnt\^Xkt^ serotonl 
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#M 2003-169370 ^->^ : 4/ 

n lA receptor antagonistO Immunol 153:489-498. 1994) ^ pentoxifyllinCj Ca 
rdiovasc Pharmacol 25 Suppl 2:S75-79, 1995)^ beta2-adrenergic receptor ag 
onist (J Immunol 158:4200-4210, 1997^ J Clin Invest 100:1513-1519, 1997) ^ 
T7'-;i^Mv^^— ifrSI^'fk^J-Cab^iloprostO Autoimmun 10:519-529,1997) 
. P38 MAP^•:^--^rga#^J-e^b^pyridinyl imidazole 'fb'^J^^SB203580(EMB0 J 
17:2817-2829, 1998^ Int Immunol 12:253-261,2000). lisofyllineO Immunol 
163: 6567-6574, 1999) > adenosine A2a receptor agonisfC2b^CGS-21680(J Imm 
unol 164:436-442, 2000) . NO-aspir in (Gastroenterology 118:404-421, 2000) :5. 
tfl,25-dihydroxyvitamin D(3)(Eur J Immunol 30: 498-508, 2000) ^:^)^'^'&$^^ 

[0 0 0 9] 

0 ^t^^^htiXy^^^ (Banchereau, J. et al. Nature, Vol. 392, p245, 1998 

BB^*. ^s*3, m^M mm mm, voi. 47, p2i33, 2002) o ttz. 

F S t I L - 4 (DMWiX^itL^ jCtc:> CD 4 0 LOflMlci «9^feLfcI L- 

1 2KJ: f). -^-f-yTm^Th immiz-$^'{t^^^o j^Mmm^mmmmt 
«} I L - 1 2 «:?&^jg^L^jv*#t>t^iati:^'fbu - T mm.^ T h 2 mm. 

K^it^^:h m^<Dii>\^^. Vol. 205, p57, 2003) o BH*). W^t^tt 
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[0 0 10] 

^ h 'i7A^iM^-7'f-K) ^s.O'XNP (CM-^ h -^Afym^y^^ K) <^3m^ 

ib^^^. mm^'f'^Vi^^Mi-^NF^^i^tLXit. GC-A, GC-B (^T 
• -9--^ i^7--lfB) :S.I/NPR-C (NP^##:-C) c^SSMj&^'^^o 

Gc-A®.t>*Gc-Bim^'a-ai5^T-';;v • -^^ ^v-^^fm^^t^^t. a 

NPS.t^'BNP{±GC-AO#Me<jU VX'^^h^t, CNP(iGC-B<^# 

"^XOi^m^ ^ ^} 7v> ^l,::M-^-t^tmt>tiX\^>& (Suzuki. T. et al. Card 
iovasc. Res. Vol.51. p489. 2001) o 

mmKi^mir^tm^^tix\^^^o mmz't-yf-^BMiz^^^xANP^^izx i) 

M^^^^7!)^W.it>iDfiXy/^^ (Suzuki. T. et al. Cardiovasc. Res. Vol.51, p 
489. 2001) o 

[0 0 111 

ANP<^^##-e^^GC-A{i>L^JfiLl^^<^)<^^^■f. &MMi^i>^m.L. A 

-NFi)^skm^mm^MLx^mmmim')mm-^^7^m^fix\^^:ho fiP*>> an 

Pi!)m^^omM'l:iS:mi-^^t (Izuml. T. et al. J. Clin. Invest. Vol. 1 
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^-v' : 6/ 



08. p203, 2001) . ^7 y h mmm^(OmM^Pi^Mi- ^ ^ t (Vollmar. A. M. , K. 
N.. et al. Endocrinology. Vol. 137, 1706, 1996) ^ e b Natural Killer (N 
K) tt<7)^ia^#14*±i^i-^^^: (Moss. R. B. , and M. G. Golightly. Pep 
tides. Vol. 2. p851. 1991) ^ -7^:7 7.-^ ^ r ->^7!)>h(DN O^TNF aM 
^^WlSlJi-'2>C t (Kiemer, A. K. , and A. M. Vollmar. J. Biol. Chem. Vol. 
273. P13444. 1998) ^Tj/^^-g^ tLTV^^o 
[0 0 12] 

#^IC(±AN P <D^^i^i)mm'^-t . AN P {±#^t? c GMPM^^ t'(D^mm 
-tt^H^b^JV^C: i::6^^^$:MT^ i9 (SprengerH., etal,, Immunobiol. Vol 

. 183. p94. 1991) ^ ^^k?^lizm^i-^^}'^^t^^(Dm'J;mm.l^isi1^^Gc- 

[0 0 13] 

, Th lM^&^m6<J^^^j^^«t-^ii:^li®t-r<2>o i:twi^L<{i. 

mmiz^m-r^i^p^mi^x$)^Gc-AKwmLx c GMpm^^^timL^ # 

<?) o 

[0 0 14] 

[mm ^ m^t ^ tz ib(D^m 
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Jii^-C 4> N P ^ G C - A izYfm t T c G M P L^^it^'&^M 

[0 0 151 

•r Y ^j^j^mm^-^^ k OikT. an p) , mm- > A^um^^^ k (mr 

, BNP) miii^mf hti^o 
[0 0 161 

1 ) ^9 h « - r AN P : 2 ) =S:ffiV/^^ CI fc^^'T' ^^56^ 

^ti#'g):t5s!l^:^«0^7'^ Ki: UTii. A N P <7) U > ^^^it (C y s i::SoX v 

ti^iv^o ^^^y^F^: L-C{±a-hANP(^7-2 8^<D7 ^ y'M^^^^'f' 
[0 0 171 

BNPi:L-r{i3 2i®c7>T^y^ct O^-Sl^ hBNP (MM^^ I 4) 
[0 0 181 

3^l&0>^i::#*NP^#'^-e^*GC-A*:A^t-Cc GMP0fe=S::^iiL 
±fflJ^g (a-hANP^) ^ T ^ y ^Se^J l::*-^' § > ^m^^e^tLtfigJ: 

G C - A icf^ffi L T c G M P =^ iAiii L#;i> -Cab ^> ffl 

« 

\^^^:it^^x^&o mmmntLxii. mw^^^^. :^j:^;vanp (mm^: 

5) > y^BNP (@e^J#^^: 6) > 7->hBNP (iB?y#^ : 7) ^ ^7bU 

NP (ia>?ij#-^: 8) miimifhMo 
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8/ 



[0 0 1 9J 
[0 0 2 0] 

o 

10 0 2 1] 
[0 0 2 2] 

6<Jl-0. 1 g/k g~ 1 0 Omg/k g<^|&H"e^-^-r^-^^:*^'•tr^^ 0, 5 
// g/k g~5mg/^k g-C&#f '5)<^^«ftf* tv^o 
[0 0 2 3] 

2is:|&§3 J: 0 ^ :^ h U «i7 A^ljm^yf- K^##"^* ^ G C - A tc-f^ffl LT c G 
C: i: i 19 T h 1 M^5!SK/S^W]^Ji-^ T h 1 M^^^5^Mtc;tJS&t:-^^ C 
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[0 0 2 4] 

^(Dmm.Kmn^xMMx^^'cmvmm^^Mir^T o i i^^^^^^ (tlr) 

[0 0 2 5] 

^ o 

[0 0 2 6] 

Ln^mM7!)^mvmm'^m-t^Gc-A\,zimLx. -^-r-rTm^Th 2 

C: ®:<:>'T h 1 mi^^mBiikm(D:^miZi^\^^X iiThl RX/T h 2 OtO-^^r-^ 
^l::J: «9iliJ^L. T h 1 <Dm^-A^^^m^immmn^^^LX^m^Ki5i1r:h 

[0 0 2 7] 

(1) h ^ j^m^'^'f'^ h'^^i^x:^^ )v • ^ ^ ^ =7 - K\z^m 

ai|iE#2 004-3071950 
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^-i^ : 10/ 



y^i^^ryi^y^yy y^:^y:i^~Y m.^i%M Lm^M. 

, t>r ll /t,i. 

^j^mm^':^^vx^&±m (i) ~ (5) f&m<Dmmm^mxiimmij^o 

^tI:fett*Th 1/Th 2/N*7>;^*^^-t*:)5'&o 
[0 0 2 8] 
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^-v : 11/ 



Gc-A) ANP<DcGUFm±%Mm^'S:miL. tfz. m^^m^ 

* 

) OSjflL^ (buffy coats) ^m^^fzo M^StSL^^W^^F i c o 
1 l-P & q\i eiZX^^m^W,M't-i,zX*)^mi^fztk. MACS CD14^: 
ffiv^;^ca^e-X:^^AlCJ: I), ntCT 3 7t:tflB#f^:^ 

1 05c e 1 I s/m 1 (7)#^* 10% ^i^m^MM. 5 0 n g/mL h G 
M-CSF> 2 0ng/mL fchIL-4#^T. 7 S 3 7 "e^^l- vl 

[0 0 2 9] 

2. NP^##C0RT-P CR 

t^. l^gOh-;J^;V'RNAholigo(dT) primer =S:fflv^-C 

'Wm.wmm'y-()\^:^m^M.m^mmiziiy) i:i^mcDNA^^mLfzo Pr im 

e r LTmr^'g^ffi Lfco 
[0 0 3 0] 
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Kbil 



dSNA 




Primer Sequence 


Seq. No. 


PGR product 
Annealing temp, 
(bo) CC) 


CC-A 


Sense 


5'-GCGAACCTCAAGTCATCCAAC-3' 


9 


1163 


55 




An t i sense 


5'-ATCAAGGCCAAAGGCAAGGT-3' 


10 






GC-B 


Sense 


S'-TCTAGAAAATGACAGCATCA-3' 


11 


890 


49 




Antisease 


5'-TGACAACTTTGATCTCTACA-3* 


12 






NPR-C 


Sense 


5'-GAAGGTATCGCCGGGCAGGTGTCC-3* 


13 


401 


66 




Antisense 


5'-TCTTCaCTAATTCCCGATGrnT-3' 


14 






0 -act in 


Sense 


5'-TCCTCTGGCATCCACCAAACr-3' 


15 


314 


60 




Antisense 


5'-GAA6CATTTGCGGTGGACGAT-3' 


16 







10 0 3 1] 

P CRtiNP^S#:ilov^Tli3 5-^^ j9 - a c t i n lCov^-C2 

Ay-u-r^ K -^^-fe t fz^k. u V mMmwx-^in t fz o 

[0 0 3 2] 

3. cGMPM^%Mm^(Om^ 

1X105 ce 1 1 s/samp 1 e (DBM.^ 5 0 0 L (Dl^mWi> 10m 
MHEPES> 0. 5mM 3 - i s 0 b u t y 1 - 1 -me t h y 1 X a n 
thinex 1 jnU phospholamido n^^tT"t?3 7X:iCT 10^ 
>^i^-v3 ^tT^rm^ ANPXtiCNP^SII-l^J^l 0-12- i o-6m 

m> Ml*lc GMP^J^^EL I S A&-e«L/io 
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iSrANP (10-7M) (D^^TXHf^^^TX^') ^°^m (LPS. g/mh) 

1 2 4PtF^^«t. f^mtLf^o mik'^m^. &#t«a.^*i- (s o g y) Lxmm 

m^^t>'tfz^i^. ±^ -y'TmMl X 1 05 eel I s/we 1 l)i:*lc6 B 
m'^^LfZo 0. 5 C i el I (D [methyl -3h]- t h y m i d i 

[0 0 3 31 

mmm^^. an? (io-8m~io-6m) ^l<{±cnp (io-sm) o# 

STXfi#NI^^T-eLP S (1 g/mL)h 2 4B#F^^ ^^oL^-va ^^L. 
i^^?tPf'<^I L-12. IL-1 O.TNF «»^EL I S Amx^m^LtZo 
[0 0 3 4] 

3. i--r-7'Tm<^Ml^-9--f h*-f (^J|^fla<?)Th 1/Th 

'^t^fflJiafi^ie) AN P ( 1 0-7m) <^^^ETXti##^fcTT-L PS ( 1 g/ 
mL)i:2 4^K'f>^::^^-v3>'tT?S'tt'fl:L/if^. JfcltmfiStt (3 0Gy 
) KX i)mmM^:^t>-^tzo ^(DmWl&l!^ (IXloScells/'well) 

m^M.X O^^t/w^h-^-yTM (1X106 eel Is/wel 1) ^ 
6HF^^^St^^o IL-2 (5 OU/mL) :]?^ET-eT*IBJ3a^j€lw8 HKit 
m^'^fz^^ Tm^^MUL^ 5 0 n g/mL<?)'i^;v^'-;V^X-r;l/ (PMA) 
i: 5 0 0 n g/'mL<D^ 4 9^mPmLfZo >^ Jt.'^-'^ a >^ 

T2NFKBtfiCB refeldinA (10// g/mL) ^miiViX^fZo 2 
%5}^;v-7iJ v-^EI^tfct^H> 2%FBS. 0. 5 %-9-'-i^->S:-^ti'^^-e^ia 
I^^^WL. mi^n^^ I TC^^LfctrLl FN-y 

y ^ Y')-mx-mmi>fZo I FN-yl^ttlfflia^rTh iMm. IL-4lifl!i^ 

J!a=^ T h 2 M« «^^^ U/:o 

10 0 3 5] 
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[0 0 3 6] 

mmn i ^^mMW^m.'^<o g c - A5tf5^^<^)i&m25.t/ a npii^scgm 
p m^%Mm^ 

ML. RT-PCRi£-eNP^##T?2b^GC-A, GC-B, NPR-C<^at 
10 0 3 7] 

E t t y^cl^MS^^ R N A ti 3 ffili^T <^ N P ^m-^i&B^(D^^-/}m 

^4^^J!at?(i G C - Am^'^(^^W.<7)^-^^Wi:^Uit> h iifzo ^(D:Lti)^h. 
#£*tc{iN P^##itfEi^{il&mt'^v^*^ #$t*5^(7)#t^^-etiG C - Ast 

[0 0 3 81 

^ic , w^ia iwf&^i" ^ G c - A Tb^^mmm t ^ts-r ^ ^> ^ ?g ;«>Hw-t- ^ /c 

tolc, M^m. #t'tlfflJ3a-e:!^-r^^i::i3^t^ANP<Oc GMP0^/Lm^S'&^^l^b 
[0 0 3 9] 

ANPtil 0-12M^v^^15;ajS£J: "9 ztJSI^^e^l^#^Jiart<^ c GMP <£r± 

#^T?{i'(ffr^<^2tE-e^ c GMP=S:i^^^i:'±#$-^^^-o/io ^ 

ofzo ^(D^^it. Ell tc^LfcGC-A jtfK^^il<^^*=SrS#tt^^<^'e 
^ «9 , Wt>c^5&#M6tJ G C - A ib^^^ L. > A N P KKJB L X 

[0 0 4 0] 
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^-v: 15/ 



[0 0 4 1] 

[0 0 4 21 
[0 0 4 3] 
[0 0 4 4] 

tjfeo A N p L p s J: ^mmam(om\±it-> ^•i-)i^ximwmm<^mn 

[0 0 4 5] 
[0 0 4 6] 

L P S tiWMBJiaje'* ^ <^ I L - 1 2 > TNF-a. I L - I 0 (Dm^^%^^ 
^fzi)K CltLtcMbTANP{±jtJ^'£K#6«ltC IL-1 2^:TNFa ^'|i:T$-^> 
—■^^ Q(DM^^mk^^fZo ^i3^ LP S*$lMNFiC{j:|J4^J!g;ei-ib 

OI1-12. TNF-«. I L- 1 OM^tgt±^<, ANP(i^^^"t?(iitt)b 

[0 0 4 7] 

^Ltii^h. L p s $ij^H#ic^ it A N p (DY^m ^mmm^z^M-t ^ g c - a * 



WiE#2 004-3071950 



S^m 2 0 0 3 - 1 6 9 3 7 0 ^- v : 16/ 

[0 0 4 81 

mW^l^T^^^M^^t^^"^^ ^(^ffT'I L - 1 2 iift^6<J ^ T h lM-9- 

^ Yij-(>x-^n. -^x-iL-i oitThimm. ^mtLtzM^mRvii Km 

[0 0 4 9] 

9 ^ ytl^^fb. W$r^^i)^^W^\^fZo LPS l±ltt>t*fflJia<^) T o 1 1-1 ike 
receptor 4 llfpffl L. I L - 1 2 f&m^/Cm^i^. -"^T^Jia'Sr 
liiva L - 1 2||^tB^#oyt:T h 1 M«t-'lil6]$-^^ i:^«^P>tT.-rv^;z> ( 
Akira S. et al. Nat. Immunol. Vol.2, p675, 2001) o 
CO 0 5 0] 

LPSJi.3(a. XfiL P S25.?/ANPC0^^T'efiMLf^#J|^J3a^:> -t^-^ 

Tmu^^'ss^M^^fzm^. Tm%^^i'L-2^^ts^mwL^xn^'^'^. t 

h 1 mmW^M-t^"^^ Yi]^yh\^Xl¥'ii\-y. Th2 MM^^iimi"^ 

Yij^>ti,xih-A^. yu-^^ V v-^m^^^xm^L-fzo ms 

K2m<DTm^U^(DM^^^i^1ro m5iZ3S\,^X. IFN-7l^'tt> IL- 
4|^^lfflfla{±Th IM. IL-4l^'a^ I FN-y ^'l^aSatiTh 2M<0^>'W^ 

[0 0 5 11 

S amp 1 e # 1> S amp 1 e # 2 <^MttH:feV>T^), LP SW«gS^ 
IwJt^. A N P ^^m^Xii. L - 4 B^^fflia^^iiin t> I F N - y 

[0 0 5 21 

^mmmizi^^. ANFibmm&m,(DiL-i oM^^juM^^. iL-12 

2004-3071950 
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[0 0 5 3] 

:^m^^t-r^UmMm^K :fe^^iw:feit^Th 1/T h 2/^^7 >;^^Pt5•t 
[0 0 5 4] 

<iio> ^— :^ b V - 7 T - "^^^^tt 

<120> Th lM^5!a^M^I^3Z.{iV^«IMB^M;t^ 
<130> 031317 
<16G> 16 

<210> 1 

<211> 28 

<212> PRT 

<213> Hcmo sapiens 

<400> 1 

Ser Leu Arg Arg Ser Ser Cys Phe Gly Gly Arg Met Asp Arg He Gly 

5 10 15 

Ala Gin Ser Gly Leu Gly Cys Asn Ser Phe Arg Tyr 

20 25 

» 

2004-3071950 
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<210> 2 
<211> 28 
<212> PRT 
<213> Rat 
<400> 2 

Ser Leu Arg Arg Ser Ser Cys Phe Gly Gly Arg He Asp Arg He Gly 

5 10 15 

Ala Gin Ser Gly Leu Gly Cys Asn Ser Phe Arg Tyr 

20 25 

<210> 3 

<211> 22 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Cys Phe Gly Gly Arg Met Asp Arg He Gly Ala Gin Ser Gly Leu Gly 

5 10 15 

Cys Asn Ser Phe Arg Tyr 

20 

<210> 4 

<211> 32 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Ser Pro Lys Met Val Gin Gly Ser Gly Cys Phe Gly Arg Lys Met Asp 

5 10 15 

Arg He Ser Ser Ser Ser Gly Leu Gly Cys Lys Val Leu Arg Arg His 
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20 25 30 

<210> 5 
<211> 24 
<212> PRT 
<213> Frog 
<400> 5 

Ser Ser Asp Cys Phe Gly Ser Arg lie Asp Arg He Gly Ala Gin Ser 

5 10 15 

Gly Met Gly Cys Gly Arg Arg Phe 

20 

<210> 6 
<211> 32 
<212> PRT 
<213> Pig 
<400> 6 

Ser Pro Lys Thr Met Arg Asp Ser Gly Cys Phe Gly Arg Arg Leu Asp 

5 10 15 

Arg He Gly Ser Leu Ser Gly Leu Gly Cys Asm Val Leu Arg Arg Tyr 

20 25 30 

<210> 7 
<211> 45 
<212> PRT 
<213> Rat 
<400> 7 

Ser Gin Asp Ser Ala Phe Arg He Gin Glu Arg Leu Arg Asn Ser Lys 

5 10 15 

mSE#2 004-3071950 



#0 2003-169370 ^- v I 20/ 

Met Ala His Ser Ser Ser Cys Phe Gly Gin Lys He Asp Arg He Gly 

20 25 30 

Ala Val Ser Arg Leu Gly Cys Asp Gly Leu Arg Leu Phe 

35 40 45 

<210> 8 
<211> 29 
<212> PRT 
<213> Chick 
<400> 8 

Met Met Arg Asp Ser Gly Cys Phe Gly Arg Arg He Asp Arg He Gly 

5 10 15 

Ser Leu Ser Gly Met Gly Cys Asn Gly Ser Arg Lys Asn 

20 25 

<210> 9 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<400> 9 

gggaacctca agtcatccaa c 

<210> 10 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<400> 10 

atgaagggca aaggcaaggt 
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<210> 11 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<400> 11 

tctagaaaat gacagcatca 

<210> 12 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<400> 12 

tgacaacttt gatgtctaca 

<210> 13 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<400> 13 

gaaggtatcg ccgggcaggt gtcc 

<210> 14 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<400> 14 

tcttcccgta attcccgatg tttt 
<210> 15 

mWE!^ 2004-3071950 
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<211> 21 
<212> DNA 

<213> Artificial Sequence 
<400> 15 

tcctgtggca tccacgaaac t 

<210> 16 
<211> 21 

<212> DNA 

<213> Artificial Sequence 
<400> 16 

gaagcatttg cggtggacga t 

mn 

mm. H (monocytes) Rl/^^WMmn ( i mm a t u 

re DC s)tci3ttS3ffi<^NP^#'^. IP*>GC-A. G C - B^tt^'N P R - 
C^OmRNAII^^iSrRT-FCR^-ei^^LfcllI-e^b^o #^##mRNA(^)^ 
m^mtLX^m^m^^fZo ttz^ RNA<^)j^Jg> cDNA'^^<^^^14^i8- 
a c t i n c DNAOliiUlcj: y)mULfzo m^WM^m^is^^r<D^G C 
-A mRNA;6«#Mfi<)tw|&ilt-'5>C:i:*^1-o 

[112] 

lEI 2 {i> H h #^(m onocytes^ 
mature DCs, BmMW) :J3 tt A N P (±13) RX/CNP (THI) 
Oc GMP0^5T:aim'J^Sr^U/ciat?^'5>o ^-ffilil xl05 eel Is^/iO 
<^c GMPi^^-To ANP{«^^E"e§t)i6-C^jiJ^i: c GMPM^i^^ib 

[12131 
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^ANF<Dm^^^-to mWmmithP S HfigymD, anp (io-7m) 

. LP S+ANPXfi':itLf><^^#^£Tt?2 4\^m^^L. i r r a d i a t i 

ia:^en : ANP + LP S^JOiSo #'fi|{i5^<^¥*&ii±^i^MM*^1-o *(±p< 

0. 0 5X-^(DiSs.(D^t(Dmi,z:^±MT(>^^^^ti:^i-o ^MMUS t u d e n 

t (D t^^iZX^^LtZo 

[il4] 

CNP<7>J^#«r^1-o 1x105 eel Is/tub e(Dm^^^^ANP (1 
0-8-10 -6m) ^t<tiCNP (10 -6m) (D^^TXit^^^TX LPS ( 
. lyt/g/mL) i: 2 4B*K'f >^i^-v3 >L/cf^<?5. r'-f -^7 A^"*^ I L - 
12. TNF-a, I L- 1 0^^SS1±=^^1-o 
[1151 

UlSfi, LPSXi^LFS+ANPXm^W.LfzmW^B.ti-^'-y'Tmm^ 
^^mLfz^^. JIICI L - 2 -^^t^^^^gt-eiiJi ^-^^^ Tm(D*fflJ!gI*l I F N - y 

#^iiilc^tt*ajflL^<0#J'^*H:53'^'e^-ro Sample #1. Sampl 
e #2ti. ^^^fim^J:^^m^m^<Dm'W^im\^^fz^^^^iro 
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[mi] 
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1/ 



GC-A 



• < 



NPR-C 



•actiP' 
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[1112] 



_2 
u 

Q. O 

o ^ 

*o 
E 



4000 r 



3000 



2000 



1000 



= 3000 r 



2000 



1000 



0 




0 -12 -11 -10 -9 -8 -7 -6 

log [AN P] (M) 



0 -12 -11 -10 -9 -8 -7 -6 

log[CisJPl (M) 



[113] 



E 
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10000 
5000 



ANP 




1 Xl02 



1x103 



1 x10* 



DC/weli 
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3/E 



[III4] 



0.-12 



TNFjw 



IL-10 



ANP 



CNP 104 M 




120 



[HiS] 



» 8 



Sample #1 



X I ""iflP to' 10^ !<r 10 



0.3 


0.4 

* 

• 




^ 




Sample #2 




10^ 10* 10? lOi* 



11.8 


2.7 

» • - . • 

%<• ** ' • • 




7 



LPS 



ANP + LPS 



ffiiE#2 004-3071950 



#M2 0 0 3 - 1 6 9 3 7 0 ^--J : 1/E 

mm] 

m^m] mvmmiiZ^^i-^ n p g c - a i,zi^m vxc 

[Mm.m] m 5 



mm^2 004-3071950 



S^m 2003-169370 



l/E 



A 



[503062312] 



1 . ^M^^ B 

ft m 



2003^ 2^140 

mi^^i^ftBBEmWSTi 7#flfe2 



ttiiiE#-^ ffiSEilf 2 0 0 4 - 3 0 7 1 9 5 0 



